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The Honorable John Glenn

Ranking Minority Member
Committee on Governmental Affairs
United States Senate

Dear Senator Glenn:

The 40-year Tuskegee study in which treatment was withheld from black
men with syphilis, the injection of live cancer cells into elderly patients in
the 1960s, and the recent disclosure of unethical Cold War-era radiation
experiments' have demonstrated breakdowns in the protection of human
subjects in scientific experiments sponsored by the federal government
and others. Much of the concern focuses on whether participants in these
experiments knew and understood what they would be subjected to and
had an adequate opportunity to decline to participate. These and other
issues related to protecting human research subjects were recently
addressed by the President’s Advisory Committee on Human Radiation
Experiments.?

Since the 1960s, significant advances in protecting the rights and interests
of human subjects in biomedical and behavioral research have occurred.
The federal presence has grown in this area, establishing and reinforcing
ethical practices for protecting human subjects in federally funded and
federally regulated research. The Department of Health and Human
Services (HHS) is the primary federal department sponsoring biomedical
and behavioral research. Its regulatory apparatus for overseeing such
research, which has evolved over the past three decades, consists of two
principal tiers of review: one at the research institution level and the other
at the federal level. Both tiers are responsible for ensuring that individual
researchers and their research institutions comply with federal laws and
regulations for protecting human subjects.

Despite the presence of institutional and federal oversight, abuses still
occur, as evidenced by the recent infringement of patients’ rights in breast
cancer research. Concerned about the adequacy of current oversight, you
asked us to determine (1) whether federal oversight procedures have

'We have testified previously on this issue: see Human Experimentation: An Overview on Cold War Era
Programs (GAO/T-NSIAD-94-266, Sept. 28, 1994) and Health and Safety: Status of Federal Efforts to
Disclose Cold War Radiation Experiments Involving Humans (GAO/T-RCED-95-40, Dec. 1, 1994).

2Advisory Committee on Human Radiation Experiments, Final Report, Washington, D.C.: Oct. 1995.
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Results in Brief

reduced the likelihood of abuses of human subjects and (2) whether
weaknesses exist that could limit the effectiveness of the current oversight
apparatus.

Because of HHS" annual $5 billion investment through about 16,000 awards
involving human subjects and its lead role in setting, monitoring, and
enforcing subject protections, we reviewed HHS' oversight system. Within
HHS, we concentrated our review on the Office for Protection from
Research Risks (OPRR) and the Food and Drug Administration’s (FDA)
Center for Drug Evaluation and Research (CDER). We interviewed federal
and research institution officials; reviewed HHS and FDA regulations,
procedures, and records; examined institutional procedures, guidelines,
and records; and interviewed scientific researchers, as well as experts in
human subject protection, from universities, medical centers, and
subjects’ rights groups. These researchers and experts included
representatives drawn from the fields of bioethics, law, medicine, and
social science. We also interviewed representatives of the drug industry.
We performed our work from September 1994 to December 1995 in
accordance with generally accepted government auditing standards. See
appendix I for a detailed discussion of our scope and methodology.

Today’s oversight of tens of thousands of HHs-funded research and
FDA-regulated drug studies appears to have reduced the likelihood that
serious abuses of human subjects, comparable to past tragic events, will
occur. The conspicuous activity of local institutional review boards and
human subject protection efforts by federal agencies have heightened the
research community’s awareness of ethical conduct standards, increased
compliance with federal regulations, and served as deterrents to abuse of
subjects’ rights and welfare. However, little data exist that directly
measure the effectiveness of human subject protection regulations.

No practical level of oversight can guarantee that each researcher will
protect subjects with complete integrity. The detection of instances of
potential or actual harm to subjects both demonstrates that abuses can
occur and suggests that the current oversight activities are working. The
government and the research community, whose ultimate goal is the
advancement of scientific knowledge, struggle to balance two sometimes
competing objectives—the need to protect research subjects from
avoidable harm and the desire to minimize regulatory burden on research
institutions and their individual scientists. Various time, resource, and
other pressures, however, have reduced or threaten to reduce the
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Background

effectiveness of local review board and federal agency oversight. In this
context, the need for continued vigilance over human subject research
should remain a priority for the research community and agencies charged
with oversight.

From 1962 through 1991, HHS’ system for protecting human research
subjects was created, piece by piece, largely in response to disclosures of
dangerous or controversial biomedical and behavioral research. (See app.
II for more historical information.) The tragic consequences of
thalidomide use in the United States® and revelation of the Tuskegee
syphilis study shocked the public and convinced national policymakers
that unregulated biomedical research represented a clear threat to
research subjects. Two expressions of this concern were the passage of
the National Research Act and the promulgation of human subject
protection regulations by the Department of Health, Education, and
Welfare (HEW)* in 1974. The act also established the National Commission
for the Protection of Human Subjects of Biomedical and Behavioral
Research to guide federal human subject protection policy.” When the core
of the human subject protection regulations was adopted by 15 other
departments and agencies in 1991, it became known as the Common Rule.®

3Thalidomide is a sedative that was approved for use in Europe in the late 1950s and was widely used
by pregnant women at risk of premature delivery and miscarriage. Although not dangerous to the
mother, the drug caused severe birth defects. Although FDA had not approved the drug for use in the
United States, the manufacturer supplied the drug to U.S. physicians to establish its safety, as was the
common practice of that time. By 1962 it had become evident in Europe that thalidomide was harmful,
and the investigational studies were stopped in this country. In that same year, it was also revealed
that many of the patients participating in the U.S. clinical trials had not been informed that they were
part of an investigational study nor had many given their consent.

“Now the Department of Health and Human Services.

"Between 1974 and 1995, six blue-ribbon panels were established to address ethical issues in
biomedical and behavioral research: the National Commission for the Protection of Human Subjects of
Biomedical and Behavioral Research (1974-78), the HEW Ethics Advisory Board (1978-80), the
President’s Commission for the Study of Ethical Problems in Medicine and Biomedical and Behavioral
Research (1980-83), the Biomedical Ethics Advisory Committee (1985-89), and the Advisory Committee
on Human Radiation Experiments (1994-95). In addition, in October 1995, the President established the
National Bioethics Advisory Commission with a mandate to report on current human subject
protections.

SCurrently, 17 departments and agencies that conduct or support biomedical and behavioral research
involving human subjects have adopted regulations for protecting human research subjects. The first
15 to adopt the Common Rule, based on the core of HHS’ regulations, were the Departments of
Agriculture, Energy, Commerce, Housing and Urban Development, Justice, Defense, Education,
Veterans Affairs, and Transportation; the National Aeronautics and Space Administration; the
Consumer Product Safety Commission; the Agency for International Development; the Environmental
Protection Agency; the National Science Foundation; and the Central Intelligence Agency. In addition,
when the Social Security Administration became an independent agency in 1995, its enabling statute
bound it to follow HHS’ regulations.
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The Common Rule requires research institutions receiving federal support
and federal agencies conducting research to establish committees to
review research proposals for risk of harm to human subjects and to
perform other duties to protect human research subjects. It also stipulates
requirements related to informed consent—how researchers must inform
potential subjects of the risks to which they, as study participants, agree to
be exposed. (See fig. 1 for Basic Elements of Informed Consent.) HHS
regulations contain additional protections not included in the Common
Rule for research involving vulnerable populations—namely, pregnant
women, fetuses, subjects of in vitro fertilization research, prisoners, and
children. In the late 1970s and early 1980s, HHS considered but did not
adopt recommendations by two national commissions for specific
regulations to protect institutionalized mentally disabled subjects.
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Figure 1: Basic Elements of Informed
Consent

)» A statement stipulating that research is involved, what the
purpose of the research is, what the duration of the subject's
involvement will be, and what procedures the subject will
undergo.

v

A description of foreseeable risks or discomforts to the subject.

v

A description of expected benefits, if any, to the subject and
others.

» The disclosure of alternative procedures or courses of
treatment.

)» A statement describing the extent to which confidentiality of
records identifying the subject will be maintained.

) For research that poses more than minimal risk to subjects, an
explanation of the availability and nature of any compensation
or medical treatment if injury occurs.

»> Names of people to contact for further information about the
research, the subjects’ rights, and notification of research-
related injury.

)» A statement stipulating that participation is voluntary and no
penalties will be imposed for refusal to participate in research;
subject can choose to discontinue participation at any time.

Within the HHS oversight system, OPRR and FDA are the key federal entities
overseeing compliance with informed consent and other human subject
protection regulations.” Both entities carry out oversight functions central
to the operation of the human subject protection system, including policy
setting, prevention, monitoring, and enforcement. Institutional review
boards (IRB)—that is, review panels that are usually associated with a
particular university or other research institution—are responsible for

"FDA’s regulations covering human subject research are nearly identical to HHS’ human subject
protection regulations. One difference concerns the requirement for informed consent from patients
involved in emergency medical care research. FDA and OPRR are working to harmonize these rules.
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implementing federal human subject protection requirements for research
conducted at or supported by their institutions.

OPRR is located within the National Institutes of Health (NIH), the principal
federal agency responsible for supporting biomedical and behavioral
research. About one-half of OPRR’s 28 full-time employees are responsible
for overseeing protections in the approximately 16,000 HHs awards
involving human subjects. The other half are devoted to ensuring the
humane care and use of laboratory animals. Three physician volunteers
augment OPRR’s human subject protection staff. OPRR has an annual budget
of $1.9 million, about one-half of which is targeted to human subject
protection activities.

FDA is responsible for protecting the rights of human subjects enrolled in
research with products it regulates—drugs, medical devices, biologics,
foods, and cosmetics. Our review focused on oversight activities of FDA’s
Center for Drug Evaluation and Research, which carries out most of FDA’S
human subject protection activities.® At CDER, responsibility for human
subject protection activities is shared between the Office of Drug
Evaluation and the Division of Scientific Investigations. The Office of Drug
Evaluation reviews manufacturers’ and researchers’ requests to conduct
drug studies on human subjects. The Division of Scientific Investigations
reviews FDA’s field inspection reports on IRBs and investigators and makes
final determinations regarding compliance violations. Routine and
for-cause on-site inspections are conducted by field staff, who are also
responsible for examining the integrity of research data, assessing
compliance with good manufacturing practices, and examining other
issues related to FDA’s oversight of all its regulated products.

Within research institutions, oversight is done primarily by IRBs
responsible for examining research proposals and ongoing studies.’ No
data exist on the exact number of IRBs in the country but estimates range
from 3,000 to 5,000. Most are found at universities, hospitals, and private
research facilities; a few are free standing. Human subject research

SFDA’s Center for Biologics Evaluation and Research (CBER) and Center for Devices and Radiological
Health (CDRH) also carry out activities to protect human subjects of product testing. These activities
were not included in the scope of our review.

9Additional reviews occur at local institutions. At some institutions, researchers are required to obtain
approval from departmental officials, and if necessary, from such issue-specific groups as the radiation
safety committee or the cancer research group. In addition, data and safety committees monitor
ongoing research for data indicating safety and efficacy. They can recommend modification to the
informed consent form or clinical trials. In addition, they can recommend stopping the study if
problems arise or if the therapeutic effect has been demonstrated. Private companies also audit drug
research that they sponsor.
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conducted by NIH itself, for example, is governed by the 14 1rBs of the NIH
Intramural Research Program.!” In general, IRBs are composed chiefly of
scientists at their respective institutions. They are required to have a
minimum of five members, at least one of whom is a scientist, one a
nonscientist, and one a person not otherwise affiliated with the research
institution. They are also required to have a diverse membership; in
determining membership, consideration must be given to race, gender, and
cultural background.

Preventive Efforts
Have Been Important
in Reducing
Likelihood of Abuses

The presence of local review bodies and federal oversight agencies
appears to have heightened the awareness and sensitivity of the research
community to the importance of respecting subjects’ rights and welfare.
Written commitments, which bind research institutions to comply with
human subject protection requirements, are an important element of the
protection system. By requiring individual researchers and 1rBs to uphold
their institution’s commitments, the system works to prevent harm to
participants in most experimental studies. However, the effectiveness of
the HHS human subject protection regulations in ensuring compliance by
institutions and individual researchers has not been systematically
studied.

Assurances Commit
Institutions to Uphold
Human Subject Protection
Requirements

Research institutions must commit to uphold human subject protection
requirements before engaging in research with human subjects conducted
or funded by any of the departments or agencies that adopted the
Common Rule. To be eligible to receive such funding, an institution must
enter into a contract-like agreement, called an assurance. This is the
written promise of an institution housing research studies to comply with
federal ethical conduct standards. OPRR, the federal office within NiH that
approves assurances for research funded by HHS, requires assurances to
(1) include a statement of ethical conduct principles, (2) stipulate that a
review board has been designated to approve and periodically review the
institution’s studies, and (3) specify the review board’s membership,
responsibilities, and process for reviewing and approving proposals.
Assurances serve as one of the system’s chief preventive measures.

0[n addition to IRB review, NIH requires panels of in-house experts and nongovernment scientists to
review research proposals’ protections for human subjects and scientific merit before funding
intramural and extramural research grant applications. The NIH Office of Intramural Research
supports research in NIH’s own laboratories, whereas the Office of Extramural Research supports
research of nonfederal scientists in universities, medical hospitals, and research institutions
throughout the United States and abroad.
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OPRR’s authority to require assurances derives from the 1974 National
Research Act, which formalized the practice of obtaining from institutions
receiving HHS funding written assurances of their commitment to the
ethical conduct of research. When the legislation was enacted, NIH had
already developed assurance-type documents with many universities,
which OPRR reviewed. Approving an assurance involves no site visits by
OPRR to the institution; rather, negotiations are handled through
correspondence and telephone calls with institution officials.

OPRR assurances are of several types. Multiple project assurances are
approved for universities and other major research centers that conduct a
substantial number of studies and have demonstrated a willingness and
the expertise to comply with human subject protection requirements.
Through a multiple project assurance, an institution does not need to
reapply through opPRr for eligibility to receive Has funds for each new study
approved by its IRB. An assurance covers the institution’s human subject
studies for 3 years, at which time the institution must renew its
assurance.!! Renewals are for a 5-year period. As a practical matter,
multiple project assurances allow institutions to conduct research with no
further oPRR involvement until the assurance is up for renewal. As of
November 1995, 451 active OPRR multiple project assurances covered more
than 500 research institutions. These institutions receive most of HHS’
funding for research with human subjects. Primary responsibility for
negotiating all multiple project assurances in OPRR rests with a retired
physician who used to be employed for this purpose by OPRR. Since
retiring, she has continued this work on an unpaid, part-time basis.
Currently, the assurance branch chief is responsible for approving all
multiple project assurances OPRR negotiates.

At institutions without a multiple project assurance, an assurance
agreement must be negotiated with OPRR for each individual study. These
are called single project assurances and require OPRR to review, for each
study, documentation similar to that required for a multiple project
assurance. In addition, OPRR reviews the study’s informed consent form
before approving a single project assurance. As of November 1995, OPRR
had 3,063 active single project assurances. Primary oversight of these
assurances rests with three full-time staff in OPRR’s assurance branch.

A third type of assurance—the cooperative project assurance—recognizes
that research is frequently conducted at multiple sites under joint

UAImost all institutions holding multiple project assurances commit themselves to apply the terms of
the assurance to all their human subject studies, not just those funded by HHS.
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institutional sponsorship. One example is the National Surgical Adjuvant
Project for Breast and Bowel Cancers, sponsored by the National Cancer
Institute and conducted at over 300 sites. OPRR requires each participating
institution to have a cooperative project assurance for all its joint
research, regardless of other assurances held by the institution. For
projects conducted under cooperative project assurances, OPRR designates
reviewers to approve each research protocol and a prototype informed
consent form. IRBs at the participating institutions must also approve the
protocol and the informed consent document. IRBs can require additional
explanations to be included in the informed consent document. However,
they cannot modify the core elements of the protocol, which is to be
consistent across all sites. Nor can they delete or substantially modify the
discussion of risks and alternative treatments in the prototype consent
document without notice and justification. As of November 1995, OPRR had
1,333 active cooperative project assurances. Assurance branch staff
responsible for single project assurances also review cooperative
assurances with additional support provided by other oPRr staff and
others.

FDA Requires
Commitment to Human
Subject Protection
Standards

FDA also works to prevent the occurrence of human subject protection
violations in the drug research it regulates. Before permitting drug
research with human subjects, FDA requires researchers to submit a brief
statement that they will uphold ethical standards and identify the
institutional review board that will examine the study. Sponsors are
required to provide the results of chemical and animal studies with the
new drug, submit the proposed study procedures for using human
subjects, and commit to ensuring that a properly constituted IrRB will
review the proposed study. FDA reviews this information to ensure the
study poses no unacceptable risks to subjects, is ethically sound, and is
likely to achieve the study objectives. FDA can request modifications to or
reject proposals deemed to present unacceptable risk. FDA’s prevention
efforts overlap OPRR’s if the drug study is supported by HHS funds.

Federal Entities’ Education
of Research Community Is
Another Preventive
Measure

Both OPRR and FDA educate the research community on issues related to
protecting human research subjects. Both respond directly to questions
from individual researchers, IRBs, and institutional officials. They
cosponsor about four human subject protection workshops annually
across the country that are attended on a voluntary basis by IRB members,
research institution officials, and researchers. OPRR also issues written
guidance that defines terms and clarifies ambiguities in human subject
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protection requirements. OPRR may provide additional information to
individual institutions during its negotiation of assurances. FDA also
provides guidelines on informed consent, research proposal review, and
recordkeeping to IRBs, research sponsors, and researchers.

IRBs Serve as Gatekeepers
in Approving Research

Federal officials and the research community alike commonly cite IRBs as
a key line of defense protecting patients and healthy volunteers
participating in research. Federal regulations authorize IrRBs to approve,
approve with modification, or withhold approval from new research
projects. Researchers must get approval from the appropriate IRB
associated with their institution before beginning research with human
subjects.!? IRBs are required to review ongoing projects annually or more
often depending on the level of risk. HHS will not fund new human subject
research or authorize ongoing research to continue without the local IrRB’s
approval.

Specifically, IrRBs are required to ensure that, for each project reviewed,
risks are minimized and reasonable in relation to anticipated benefits,
subjects are properly informed and give consent to participate, and the
rights and welfare of subjects are maintained in other ways as well. IRBs
are required to include scientists and nonscientists as members. IRBs must
also consider gender, racial, and ethnic diversity in their membership
selection in order to be sensitive to a broad range of social as well as
scientific issues. IRB members are also expected to recognize that certain
research subjects—such as children, prisoners, the mentally disabled, and
individuals who are economically or educationally disadvantaged—are
likely to be vulnerable to coercion or undue influence. The local nature of
most IRBs enables members to be familiar with the research institution’s
resources and commitments, the investigators’ capabilities and
reputations, and the prevailing values and ethics of the community and
subject population.

In deciding whether to approve new research, IRBs are required to
determine that a study’s procedures are consistent with sound research
design and do not unnecessarily expose subjects to risk. In addition, IRBs
are required to examine the study investigators’ efforts to obtain subjects’

12Six categories of research are exempt from IRB review, such as many types of studies that evaluate
educational techniques. Federal regulations also allow for expedited review of research that presents
only minimal risk to subjects (i.e., no greater harm than encountered in daily life). The Secretary of
Health and Human Services has approved 10 categories of research that may be reviewed using
expedited review procedures. Voice recordings and collection of nail clippings, for example, are
considered minimal risk research. The IRB chair or a chair-appointed IRB member, rather than the full
board, conducts expedited reviews.
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Federal Monitoring
and Enforcement
Identify and Address
Human Subject
Protection Violations

consent, including examining the informed consent document when
applicable.’® They do this to ensure that the document specifies the
procedures the subject will undergo in language and terminology the
subject can understand, the risks to the subject, and alternative treatments
available and that the document makes explicit, among other things, the
right of individuals to decline to participate in the study or to withdraw at
any time.

IRB members told us that they spend most of their time reviewing the
informed consent document associated with a study. IRB reviews generally
do not involve direct observation of the research study or of the process in
which a subject’s consent is obtained, however. As a result, IRBs must rely
on investigators’ and consent monitors’ assessments of subjects’ reading
skills, fluency in English, and mental capacity. An IRB can authorize the use
of a consent monitor to observe the delivery of informed consent, for
example, when potential subjects might not have the mental capacity to
understand all aspects of the consent process.

IRBs are also required to review previously approved research periodically.
The purpose of these continuing reviews is for IRBs to keep abreast of a
study’s potential for harm and benefit to subjects so that IRBs can decide
whether the study should continue. Principal investigators must therefore
report the presence of adverse effects on study subjects, which allows the
IRB to assess whether the seriousness of risk has changed. IrRBs should also
consider whether advances in knowledge or technology have occurred
that would require reconsidering the appropriateness of the study’s
purpose or protocol. In addition, they should review such details as
whether the number of subjects in the study corresponds to the number
initially approved.

No system of prevention is foolproof—indeed, FDA’s and OPRR’s monitoring
identifies abuses and other evidence of noncompliance. Federal
monitoring efforts for human subject protection violations include reviews
of study documentation, IRB operations, and allegations of misconduct.
Federal enforcement activities serve to stem further adverse
consequences. In fact, FDA officials, researchers, and drug industry
representatives we interviewed told us that the FpA’s oversight of drug

BIRBs may waive documentation of informed consent under certain circumstances. For example,
under HHS regulations, informed consent can be waived when the only record linking the subject and
the research would be the consent document and the principal risk would be potential harm resulting
from a breach of confidentiality. Informed consent can also be waived under HHS and FDA regulations
when the research presents no more than minimal risk of harm to subjects and involves no procedures
for which written consent is normally required outside of the research context.
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research motivates researchers and IrBs to follow proper human subject
protection procedures.

FDA Has a Variety of
Monitoring Activities and
Enforcement Options

FDA monitors drug research for compliance with human subject
protections. By conducting on-site inspections of IRBs, reviewing progress
reports from researchers and sponsoring drug companies, and making
on-site inspections of clinical studies and investigators, FDA becomes
aware of noncompliance with federal regulations. FDA officials told us that
most institutions and researchers respond quickly and positively to
inspection findings, and the presence of an FDA inspection process deters
human subject protection violations.

FDA’s inspection of IRBs is its primary monitoring tool for human subject
protection. FDA inspects IRBs to determine their adherence to federal
human subject protection requirements.'* FpA inspections of IRBs consist
primarily of an on-site examination of the IRBS’ minutes, written operating
procedures, and other documentation that substantiates initial and
continuing review and proper IRB membership. During these inspections,
FDA interviews the chair or the administrator of the IRB to learn details
about the IRB’s operation. FDA also determines whether consent forms
contain all required elements and are signed by subjects.

FDA has three levels of priority for inspecting the roughly 1,200 1rBs that
oversee drug research. FDA gives top priority to the reinspection of irRBs for
which it found serious deficiencies in the IRBsS’ review of studies. FDA’s next
priority is examining IrBs that were unknown to DA until identified by
researchers in their applications to begin drug studies with human
subjects. FDA’s lowest priority is the routine reinspection of IRBs. Between
fiscal years 1990 and 1995, CDER issued each year, on average, the results
of 158 inspections of IRBs overseeing drug research.'®

lBecause of the commonalities among IRB inspections performed for CDER, CBER, and CDRH, an
inspection conducted for one of FDA’s centers—for example, CDER—can serve to protect subjects in
studies regulated by CBER or CDRH. Furthermore, FDA’s IRB inspections enable it to monitor human
subject protection aspects of some of the ongoing and completed studies that were reviewed by the
IRB.

BIn fiscal year 1995, FDA allocated about 13 full-time-equivalent positions in its field offices for the
on-site inspection of IRBs reviewing research on drugs, medical devices, and biologic products. At
CDER, FDA allocated about 6 full-time-equivalent positions to the Division of Scientific Investigations
for its oversight of IRB inspections. These positions are also responsible for inspections of Radioactive
Drug Research Committees, which are located at certain research institutions. FDA conducts about
five such inspections each year.
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Between January 1993 and November 1995, rFDA issued 31 Warning Letters
to institutions regarding significant deficiencies in the performance of
their IRBS’ oversight of drug research.! These Warning Letters imposed
sanctions—until CDER received adequate assurance that the IRB had taken
corrective action—on the IRBS’ ability to approve new studies, allow entry
of new subjects into ongoing studies, or both. Among the more serious
violations cited were the following: researchers participated as IRB
members in the review of their own studies; institutional officials falsely
claimed no trials had been conducted that would have required IRB review;
1RBs had no process to track ongoing studies; IRBs used expedited rather
than full review to approve major study changes; IrBs failed to correct
deficiencies noted during a previous FDA inspection; IrRBs failed to ensure
that required elements of informed consent were contained in consent
documents; and IrRBs allowed their members to vote by telephone instead
of convening the board.

FDA officials told us that FDA has never had to 